replicates. The enrichment (e) is calculated as the number of red points divided by the number of blue points located above the dash gray line. The consistent enrichments (e>1) show that the structural variations between cell types are generally higher than those between biological replicates. To perform fair comparison, only the biological replicates with similar intra-chromosomal reads in different cell lines are selected for statistical comparison. In detail, the IMR90-I-R2, HUVEC-I, NHEK-I, GM12878-I-R5 and GM12878-I-R7 are selected for in situ Hi-C datasets, and hESC-T-R2, IMR90-T-R2, GM12878-T-R1 and GM12878-T-R2 are selected for traditional Hi-C datasets (Supplementary table 1 
Supplementary figure 5.
Pearson correlation between two replicates for defined parameter AP. The calculation from GM12878-I-R5 and GM12878-I-R7 is shown since these two replicates have highest and similar numbers of intra-chromosomal reads in GM12878-I (Supplementary table 1) . Similarly, the correlation for IMR90-T is calculated from replicates IMR90-T-R1 and IMR90-T-R2 (Supplementary table 1 ).
Supplementary figure 6.
Pearson correlation between two experimental pipelines for defined parameter AP. 
Supplementary figure 10.
The complicated block change from cell lines GM12878-I to IMR90-I at 5 kb resolution. Block merging and disappearance concurrently occur in cell line IMR90-I. Besides, the left block is much strengthened in IMR90-I. AP value capture the overall structural and functional change. The TAD region and bidirectional extensions (Chr2: 9,205,000-9,600,000) are shown.
Supplementary figure 11.
Block split from cell lines GM12878-T to IMR90-T at 20 kb resolution. AP value and active signals increase in IMR90-T. The TAD region and bidirectional extensions (Chr10: 113,940,000-115,620,000) are shown.
Supplementary figure 12.
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